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Abstract of JP1 0287651 

PROBLEM TO BE SOLVED: To obtain a new compound having hypolipemic 
action hence effective for treatment of polysarcia and insufficiency in lipid 
metabolism. SOLUTION: This compound shown by formula I (R<1> and 
R<2> are each a cycloalkyi having 3-8 cyclocarbon atoms, phenyl, naphthyl, 
phenanthryl. and so on; R<3> -R<8> are each H, F, CI, Br, and so on; X 
is CH or NH; Y is CH. NH. and so on) is obtained preferably by reacting an imine 
of formula II with a ketone of formula III in a solvent such as ethanol at a temp, of 
20-150 deg.C to give a ketone compound of formula IV, which is then reduced by 
a reducing agent such as NaBH4 in a solvent such as methanol at a temp, of -30 
to 40 deg.C. Data supplied from the esp@cenet database - Worldwide acf 

Courtesy of http://v3.espacenet.com 
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im± as* =F« (^1■l«) 



(54) :/D/i/-jP75>siJiMi:> -tnscoa^, -tnes-^^aaen^itw-nso^effl 

(57) 

[-ft 11 



'''"-NH OH 




(it:tt>, Rlt^J:l;fR^{iC3-8<?5i^:^'Dr;^=^f/^=5:i:^ 

R3~R8{i7k^, 7-y«, ISS. OH, C 



(2) 



cif*3ai] 




Rii>J;l/^R2{±, fflStcifctLT, 3-8fflc7)3g«*JI 
-^>'KU;K ^TVU;!^, ^S^'VU^l-, i^vU:^ 

gjiUi. l~3il<30*lg, Ig*. msg. Ttkn. OH. C 

F3. -NO2, cN. (Ci-Cs) -r/U3^i^, (c 

i-Cg) -T>V^)V. NH2. -NH-R9. -N 
(R9) Ri». CHO, -COOH. -COOR", - 

(c=o) -R12. (Ci-Cg) -ryi^^/i'-OH. 
(C-Cg) -r;p^;K-OH)'-7x-7U, (c, 

-Cb) -T;U^^U-CF3, iCi-Cs) -T)V^)V- 
NO2. (Ci-Cs) -r;l'=3r^l'-CN. (Ci-Cg) 

-r;P^;w-NH2, (Cj-Cs) -t;u^/u-nh- 

R«. (Ci-Ce) -r/U^^U-N (R9) RIO. ( Ci 

-Cg) -r;u^;i'-cHO. (Ci-Ce) -r;i^^;p 

-COOH, (Ci-Ce) -r;Udryi^-COORii . 
(Ci-Cs) -T)V^}V- (C=0) -R12. -O- 
(Cj-Cg) -T)V^JV-OH^ -O- (Cj-Cg) - 

T^Udf/P-CFa. -O- (Ci-Cg) -T;U=3f;I^-N 

Oj, -o- (Ci-Cg) -T)V^)V-cn^ -o- 
(Ci-Cg) -r/P^yi'-NHz. -o- (Ci-Cg) 

-T/P^;l'-NH-R9. -o- (Ci-Cs) -TlV^ 
;U-N (R9) RIO, -O- (C-Cg) -T/P^yP- 

CHO. -o- (c-Cg) -r;u=^;P-cooH. - 
o- (Ci-Cg) -r;i'^;i^-cooR". -o- (c 
,-Cg) -riv^iv- (c = o) -R12. -N-SO3 

H, -SO2-CH3, -O- (Ci-Cg) -TIV^IV- 

o- (Ci-Cg) -r;i/=^f-'i^7x-yKT;P^;w»{±, 
1 ffli f^{± 2 fflm±<7)*mt±*«l^ J: 0 Wfl^itT V 

fflatc^fciLT. ms, O 

H. CF3. NO2. CN, (Ci-Cs) -T)V-n^i^^ 
(Ci-Cs) -r/U^/K NHz. -NH-R9. -N 
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(R9) RIO, CHO. -COOH. -COORH, - 

(c=o) -R12 (T)v^)vmi. \mt.tzi,i2mx±. 

R9— R>2{±, fflStC^LT. tKS. (Ci-Cs) - 
ryU^/l-T'J) 0 : XJi, CH, NH-CS>0 : Yti. C 
H. HWX'hh :fflt, SR'. R2. Xisil/^Yti. PI 

Ri^S^i-Zl^t-fcO. 
R2*i7x-7l^-CS>'}> 
XAiCHT'fcO. 
Y*«CHt**>ac:i:{±=5rV%. 

T-h7V'U;i^. hDrvU;!^. Tj-^-tfVJ/i^i 

7^n^#;^fi{i, l~3ilcO^S. OH. 
CF3. NOi. CN. (Ci-Cg) -ryp^^arv-. (C 
i-Cg) -TJV^iV. NH2. -NH-R9. -N 
(RS) RIO. -COOH. -COORii. - (C = 
O) -R'2 (T;U^;P«{±. Hi^fj{i:2illJUiiO*^ 

•rv^T<>J:< ; R3~R8{i:. fflStcJaiiLT. *fg. # 

«. js^, mm. OH. CF3. NO2. ON. (c,- 
Cg) -T;P3^i^. (Ci-Cg) -r^i^^^i^. NH2. 

-NH-R9. -N (R9) R". -COOH. -COO 

Rii^ - {c = o) -R'2 {T)V^)vmi. \mt.fz\i 
2fflJiUii07k«{i. *^tcJ;OS}^§^tTv^-Ct iv^) 
•C'fcO ; R9~R'2{±. ffiStMSlLT. (Ci- 
Cg) -r/P^/U-C'feO : Xti. CH. NHTfcO ; Y 
CH. NHT'S)!. :flt. «Ri, R^ X^XX/Y 
{±. lai^WtCRi X -/I'T'fc "9 . 
R2*«7x— ;l'T**>'9. 
X*<C HX'h 0 . 

Y*ic nx'hhiL b {i^v^if ^JS 1 iBScco^ i <^t-^ 
~3fflcO»fR. ??c«. OH. CF3. N 

02.CN. (Ci-Cg) -r^P^^i^. (Ci-Cg) 

-TJU^fU. NH2. -NH-R9. -N ( RM R'", 
CHO. -COOH, -COOR'i. - (C=0) -R 
i2t±ora^$ilT»r'>Tt>J:< ; R2t4. 7x— ;PT' 

fco^tTCKT^ssifSJi. i~3ii<?)*^. JS^. m 

OH. CF3, N02, CN. (Ci-Cg) -T^P^ 
dfi^. (Ci-Cs) -r;U^;P. NH2. -NH-R9. 
-N (R9) R»«. -COOH. -COORi'. - (C 
= 0) -R^HzXr>xmm^tlX^^Xi,X< ; rs—r^ 



(3) 
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{±. fflsicifcitT, im. mm. mm. 

OH. CF3. NO2. CN, (Ci-Cg) -r;U3=>f 

i^. (Ci-Ce) -rtU^)U. NHj. -NH-R9, - 
N (R9) Ri". CHO, -COOH, -COOR", 

- (c=o) -R12 (T;i^^;i^a{±, imtrzii2mi;i 



R'-NH2 
II 



+ 



R*-CHO 
III 



a) 



Cg) -r;i^^;i^-C«>'5 : xti, CHX'$><0 ; Y(i. N 
[-(1:21 

R'- 



N 



IV 



C >-CH, + 
R5/^Y Ri 



V 



R' 



// 

-X 



VI 



o 






VIII 

oT, iCIV Rit3<J:tXR2{i^H=*tLT*L/c 

(b) 5(iVc7)-(t-^$^i:^vi«o-fb-^1^^coRjESlcj:-5-C, 
iCVII (^^4", X, Yi3j:tXR3~R8{4^HC*ftTS^ 

(c) 'ft.-^IVi:^VII(;0'fl:-^i:<OMIlEl-i-^t:, 

R' 



IH-III + VII 



e). 




S^^J4'-C- 3 0'C~+ 4 O'CcOiaST'STC tTit I 
[-(1:31 

R' 



~NH OH 




2 O-C-l 5 0*C<OiaSTRf5S-t*-C^VIII<?>fti^^S3^ 
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ie»<^3^ I <r>it^^<mm> 

fflf JtiB^iOif *^ 1—3 cr)Mtii)^comiM<r>it-^^. 
=5: 1. 1 - 3 <7)Mtit-cr>m^co 1 «i /cti 2 mJ. 

1 0 ] i^msmt:im-ti>\mi:m3tt&ti 

z. h B^SrSitf & -^cs^coli^Ja 1 — 3 coMix*H03l£ 

-i)Jti6oft*3a 1 — 3co<5iix*>'OJliait«^-ft;-^<7)ffi 
[0001 ] *f&HJ{i. «m$^x/sroyNV-;i^r 5 >- 

- Aii^Vf-T'^f (WO 93/1605 5) 

- mxmzMi/^iiXif-^y-J:^^-^ (ep o 4 8 

9 423) 

- 4-r5y-2-'^U"f h'b-'J 5>''>'-5-;«r;U^ 
^v-TShMEP 0557 879). 

[0002] -ettSclc. ^ I 

[-fb4] 



"^NH OH 




[00 03] ±ie^t::t3V%T, Rifcit^R^ij:^ ^^t- 
SJliLT. 3— 8ffli^iS^m^$r*-tSi'^'Dr;Pdf 



U/P, b''^5i^'-;P, rh5VU;P. h'JTVU;K :t 

ISSg. OH, CF3. -NO2. CN, (C 

i-Cg) -TJVZi^i^. (Ci-Cs) -r/W^^l-, NH 
2, -NH-R9, -N (R9) RIO, CHO, -COO 
H. -COORii, - (C = 0) -Ri^ (Ci-Cg) 

-T/i^^yu-OH, (Cj-Ce) -T;i^^;u (-OH) 

-y3--}V. (Ci-Cs) -r/l-^/l^-CFa, (Ci- 

Cs) -T;u=if-'W-N02, (Ci-Cg) -r;u^;i'-c 

N. (Ci-Cb) -r;l'^;l'-NH2, (Cj-Ce)- 
T/U^/U- N H - R9 , (Ci-Cg) -T/P^yl^-N 

(R9)Rio, (Ci-Cg) -r;u^/P-cHo. (Ci 
-Ce) -r;l^=Jf;U-COOH. (Ci-Ce) -T)V^ 
;U-COOR", (Ci-Cg) -T/k^/P- (C = 0) 
-R12, -O- (Ci-Cg) -T)V^)V-Q>n. -O- 

(Ci-Cg) -T)U^JU-CF3. -O- (Ci-Ce) 

-T;i'^;i'-N02, -o- (Ci-Cg) -T;i^^;w- 

CN. -O- (Ci-Cg) -r^L-^/k-NHz, -O- 
(Ci-Ce) -ryU^^t—NH-R^ -O- (Ci-C 
e) -T/P^/W-N (R9) RIO. -O- (Ci-Cg) - 

r/i^^;t— CHO, -o- (Ci-Ce) -t;p^;i^-c 

OOH, -O- (Ci-Cg) -r;l^df;W-COOR'i. 
-O- (Ci-Cg) -TJl'^JU- (C=0) -R>^ - 
N-SO3H, -SO2-CH3. -O- (Ci-Ce) - 

r;w^;w-o- (Cj-Cs) -t;i^^;p:7x-/i^ (T;p 
^jumi. 1 ffl^^cti 2fflJ^Ui^7)*«4^*t3J; oa^ 
$iiTV>Tta:v^) f>zX':>xmm^tiX\>^XhX< ; R 
3— R8{i, fflSlCJAi^LT. tK^. tg*, 

OH, CF3, NO2, CN, (Ci-Cs) -TfU 
rJ^v-, (Ci-Cs) -T/l-^JV NH2, -NH- 
R9, -N (R9) RIO, CHO, -COOH, -COO 
Rii^ - (c = 0) -R12 (T;U^;PS{i, Uli^^Ji: 
2ffliaJi«^*^{i, »*tcJ;Oam§tL-C>.^-CtJ;v^) 
T'*)'? ; R9~R'2«. fflSt^JjliLT, *«, (Cj- 
Cs) -T;P=3f;n:'$)0 ; xti, CH, NHT-J)D ; y 
ti, CH, NHT'S^I, ; flL, »Ri, R^, XtJitfY 
{i, mmmz. RiA^^i-yPT'^O, R^*«-7x-;i'-C- 

[0 004] ^ic7)*FiLvMk-^!ii{i;, Hi*!t{±2li 

-C, 3-8ffl<7)fi^iS^^^*-r'l.i^^oT;U^;l>, 7 



(5) 
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OH, CF3. NO2. CN. (Ci-Cg) -t;w3 
dfi^, (Ci-Cs) -T;U^;1'. NH2. -NH-R9. 

-N (R9) Ri's -COOH. -COORii, -(C = 

•ri^-Ci,J:<;R^~R»«i. fflSt^^tiLT, * 
OH, CF3, NO2. CN, (Ci- 
Cg) -T)UZ1^'^. (Ci-Cs) -T/W^/l-, NH2, 
-NH-R9. -N (R9) RIO. -COOH. -COO 
Rii^ - (c = o) -R12 (r;u^;«{i, HBtJtti 

TfcO ; R9-Ri2{±, fflSt^MALT, (Cj- 
Cg) -TJU^Ji'X'h'O : X{i, CH. NHT'J)0 ; Y 
It. CH, NHT'$>S;fIb, mRK RK XfcilfY 
{±, |S|K!f6<>fcR'*^'7x::^;WT'S>0. R^ti<y j^—fUX'h 
0, X^SCHffcO, Y*«CHT:-fcl)C:i:ti=5rv^. 
(0 0 0 51 ^i<50ltlc:fF^tvMt;-^Wi, imt.til,± 

7=-o^#i^3S{i:, i~3fi<7)»*. mM. mm. dkm. 

OH, CF3, NO2, CN, (Ci-Cg) -T;k3^ 

(Ci-Ca) -ryl/^Sf^W, NHz, -nh-rs, - 
N (R9) RIO, CHO, -COOH, -COOR", 



R'-NH2 
II 



R^-CHO 
III 



a) 



- (C = 0) -R^HzX'>xmM^ixX\>^Xi>X< ; R 

Hi. yji~/ux'h*)^Lxzcoj^mmmii. i^sm 
<7)nm. mm. oh. cpg, NO2, cn, (c 

i-Cs) -ni-a^i^. (Ci-Cs) -T)l-^Jl-. NH 
2, -NH-R9, -N (R9) Ri°, -COOH, -C 
OORii, - (C = 0) -RiHCi-^TB^SiX-CV^T 
t<t< ; R3~R8(i, fflSlcmitT, ^ 

3ii, mm. mm. oh, cfs, noj, cn, (c,- 
Cs) -r;wrjdE-x, (Ci-Cg) -r;w^;w. NH2, 

-NH-R9, -N (R9) R»o, CHO, -COOH, 

-COORn, - (C = 0) -R12 (.Tf\^^f\^Mi. 1 

mt fzii 2 ma±.co7i(.mii-^miz x-yxmm^nx^^x 

*, (Ci-Cg) -TJU^JUX'h'O : X{i, CHT-* 

0 ; Yfi, NHT'S)-!.. 

[0006] ia^Wtwi^^ LtfSS^-tJDiSti, "Deut 
achen Arzneibuch" C "German Pharmacopeia"} (9th E 
dition 1986. Official Edition, Deutscher Apotheker 
-Verlag Stuttgart), 19HlC:t3{t-S.^^t- i i>^^t=* 

^i:,<7)tLxmm^tii>^tx^h^. 

S i,<DXh ^i^iz. ^^Bm. ^ I ^oroy^v-;^ 

[0007] :fjmA : 
Ut5] 

> N 



IV 



R 



V 



R' 



// 
-X 



VI 



o 





c) 

IV + VII > 




[00081 *ffiB 



['fk6l 



NH OH 




(6) 



II+III+?II 




R* R« 



VIII 

tc, 2 0° -1 5 o°c<7)iagT\ rsyiitJiy^r^Pr 

[00 09] »R3— R8tJ:^'rS«§*i't^VlI 

Ht-^mt. xmi}^(:>mi(r>1jmizJi-oXt.fziiZ(r>i. 
d^ifmiiZLtzti^'yXm^^ti^. •t^j:iy*>. MtH. 

^S^i§^PJ4'T- 8 0°Ct 2 0'Ci:<7)^<OiaST, 

IKD^t^mii. -eiX-filOJ^-^tcfev^TSR^—Rs (R 
3~R8{i. iCHC*tLT^L!tmaS:*-r) izi-oxm 

m^tix^-^^MiycT)^ iyaxv^Myuco-yhy^K^ 

^-t^ZtizX-yXnhtLh. i<7)^i£(±. ^ 
tL^>i7)2«cO-fl:-^^%l$:, -?-iX^>Sf*:t'^?i'J=&L'CS-^t 

y. x'^/^-f A*/i{ixb9r;<7>'4't:fcv^-r 2 0°C~ 
15 0 -C^OSKT-^-^-rS ^ i: J: -^xm^t Z.k.ifi 

COO 1 0] MVIIlcTJirh^t^fSgti, NaBH,S7tt± 

y-Zl-. THF*)t{iTHF/*4«-C-3 0°Ct + 4 0 
'Cb(r>m(r>m^X'WzLX . aicObb'n^Mti-^^^^ 
^ I <7)>fb-^Wi. «R3~RHcJ;-^TSM$ii.-C 
v^T t J: < LT R3~R8ti;^ Uci* LTS^L/cSflS: 

tzmjt'^zX'^X^hfth. S=5:I.S't4f*{i:. ^S'Ma^tfd: 
i -oT 7 ov h 7 -f — J: -:>TffiS 
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R* R' 



I 

-iXt-fzMi. Org. Chem. 44. 1979 , 4891tCiB®$tl.T 

[ 0 0 1 1 ] 5^ I <7)-ft-g^$r«Jt-r.i.:taB{i:. :tr^A 
II<7)3a<7)«^«R^5^^^3v^-c, SR^-RSici oam 

«f*fc:{±®^^^J§^L CTi.tfxcJ'y-;!.. r-h^-r;^ 
> ^ ?t fi h ;^x :y cf T 2 0 15 0 x;o?a]ST'^JC§ 
-^'g.tc7)t-*>l.(e). -ft-^^viiUi, :^&Aicf2«tL3t 
iioi,zmt^fiXi^\(r>^-^ifint:>ixh{i). zcr>^t 

^mummm^tifzyhyt vxmm-t^ ^tifix^ 
s{ttLi:t>> iMLtz^mt^Cyc^w^^mthxmm 

[0012] if%mi. ttz. nm^co^'is^temmm 
i,zmm^j:umpuzii\ix.x:^^m^zx^ i mttzii2Wik 

fzii2ma±<^t^i)-i^^hm^^L iiXV^^it^ 

cDm^iimm-t^ijmi,zm-tt t <r>x'h h . i wtt^o^ 
•ism:mmmizm^^j:!mMi,i. vsit-ft-^tvi-^tTt 
^^iz^^i,zm Lfzmmi'Z^ti^ mm^i^ff^ twa h 
i^. ^mi^tfzim^iomm. msMmv:-r^x<D 

m<^miinm\x'$)h. 

[0013] :^^mzx^it^<7ymm^^¥mmii. 

fz^imW.. ^^7Kttcox'7;i'i^'a>'. SiS?gfcJ;tA?§ 

0. l~9 9.0m*%, 0*L<{1O. 5~7 0.0«« 

V;Uc7)j5#iilK{i:, -^CCO. l~2 0Ma%. 
<tiO. 5~5S4%T*>S. 
[0014] *^HBtCj:S«e-(k-^<^<5*HC. ±^L 

fzmsmmt. %fz<^^(rmBkm-z'^'^ti:\t-^^^'t-M^ 
hz.tii^x%h. 1^ \^fzmMW,i.. wnw.z i -> 



* ...... 4-1.^ o 1 



(7) 
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T-sit^tL-i.. mmt^tfzi±mmsmu. saw 

xmmamk^i>zm ttzm.^mi(mmizmm-t i. z 
tifix'^h. ntL<kt. mm^tzMmm. mm 

y^^iy^Attzli^y^rO yS*;l-i/'>AiJj;t/ ( tfz 
ii) TnVJ^'f-uyifV^i-ii^t—mz, -iS^it-^^ii 

VyiIyV:^'J^^ :>i^}V-^)V'0~X^ i-hV^J^^^fi'^ 
^i^y(^)l-b)]^\D-xi5XX/ (tfzli) 4fJt'^;Wfo 

UK^. iixx/£mzixitx . m&m. mmiaxt/^ 

<r)mmtfzii^mx'h o , ;iixhimm-r^ ^ t 
^^-etTnajgij, mnmmm. ^&m. mmmi. 
X/ itfzii) %^m. ^m^tm. mmz^mm-r^^a 
xv^ (tfzi±) mmws^-k^-r^zbif'X'^i,. <m 

m.mtiiXx/m-^mjjm^zxK)mm^ti^Lxm 
tt-fk-^ii^o. 1-8 0%. mL<iim5%--me5% 

[00 1 53 f&aik^ii. mmffji>zmm<r>mL mut 
mm<r)W3mt3Xx/ (ttzii) ^^b<r)U^t lx i 

B<D&^mmfz ^ iSmt-^^ 5~1000iiig. »^L< 
{i2 0-2 0 0mg^-^^f I.^^PJ, *Sai^m^v:{i;<?r 
^JUCDmrnx-^ifhtih. MtV<ii. 1 BS^cD 1~3 
0. 5~2 0 0iiigc?D<i>!?<7)S-^*S:-^i.?>C:i:*^'-C^ 

nhtim^^ttzii.m^izX'ox . i^Ltztk^mt^h 

9\-ixt'^ti,'£.-mx'h^o^. -t^^h-h. hhm^^zn 
v^■r«, ±ML.tzmx'0'j'-tc\'^M.<r>it-^mx^-fhz 
tv+^x'h^-ijx-. ^hm^iza^^xii. vStt-fk-^ 

^(r)±^LfzAt:mt^inH£^i^Ki:\'K ^ti^tKom 
-^tcfc V ^X'^^-iS^'(t^^cD».m^j:&^AiiXX/ik^ 

(om.ii. m^^tif}^mzX'}X^Mimmzmm^Lmi>zx 
'omiL-rhzta^x'^^. 

[ 0 0 1 6 ] it I <7)^t^^^xx/^(7)±m'^mzMmL 
:^mMm^j:Mmx'ht. ^i<r>it^it. ttzsm^i- 



Xhi.. :^WMizX^it^<^^^6mMHi. "y^^ 
<7)lill»<0ilJ^^IS/Mia(vesicle) ttJtt^ C^H] 
-^anl^-hBXO S:^coRa«c7)S!l^l; i T ^86 L . 

1 0 0 1 7 1 1 . '^1^=ar«0|ll)H*»^>«0)SiB^IK/jNl!a<^SS 

^^*mmi^mm\^xmm\^fz. m<r>-a.'-z;^yY^ 

■9-^ («i*2~2.5kg) f-h5>:?-f >'HC 1 2. 
5iiig. xyyf^i K 1 0 0lIlgi3it/^<V-'>A^ — 
£/- H 2 5 iiigi7)^K?S?ST 6 1 ( «> CO 0 . 5 ml colf M^aitC 

x-yxmnzLfz, 'm^w^L^LXym^mfiMm 
mx-rt^^fz. /J^p^o*^Qco7/lo (^p-itai^isjic 

mLfz. JKO]^*:, -8 0X:-C^fgTT'r5Xf--y^'S 

:/m^X'3 O'CX-fmi-i-z. 1tm^\,it^\ih\.zLXmt 
-eLT/ICi^LJtl 2nMhyx/HC (pH7. 
1 ) /30 OniMVV-— I — 5mM EGTA/1 Omg 

1 mg/'J y h;l^C0^*»'^^0 h U Ti^yW^M ( 3 2 U 
/■g) /O . 5iiig/U -y h;K7)4^<7)iP*»^><7) h UTv-^- 
ffl.WJ ( 1 9 3U/iiig) /Smg/'J -y ^;^^0>'^'>'^7>' 
:^ 6 0 mUcSlii L . l^tzmmA^X 3 0 0 ml 
L3t^, ^^L^ifih. Ultraturrax (18-rod. IKA Wer 
k Stauf en, Germany) Srfigffl tt 7 5%c7)»^«j:^l::fc 
V^T3^rafeJ«-fl:S:IISfeL5t. 1 MM g CI 2^^g3iiil 
<0^n (S*litJSl OmM) f^, :%Wk^2r0-C-CiEiltC 
l^iaStSLJt, Mg^2<0^JnlcJ:-:.T, SJ^MS:^ 
V^f^iSfflWi^L-eLTWr^. 300 0Xg-C'l 
5:iJ-ja'L^^^ (50 00rpm, SS-34 u—?-) t 

^cf*. mk^^x^i'XWBmskiis'^^^^^^^ 

4 8 0 0 0 X gf3 O^S'C^^^ (2000 Orpm, S 
S-3 4 n-^-) tJt. ±m&Lt:^X^hXikM 
t:^ Potter Elvejhem5t;^^ri-^-»f— (Braun Melsunge 
9 0 0rpm, 1 0;^ hO— :^ ) Sr^SfflLT , 1 2mMh 
UX/HC (PH7. 1 ) /6 0mM-7y^b- 

/U. 5mM EGTAc7)6 0ml4'-C'lll%«-(bL7t, IM M 
gC 1 tmWLO. lml<^a^D*5j:I/0rtCt3JtS 1 5^(r> 
^ V-df v-a i^B^raf^l-. 3 000xgtc*3{t-i)3S 

t;^4 8 0 0 0 X g-C'3 O^iS't^^m (2000 Orpm, 
SS-34 U—y-) Ltz.'dcM^. lOmMbyx/ 

HEPES^«?g (pH7.4 ) /3 0 0mMV>--T 

c7)3 0mUCi: 0-?-tT 1 0 0 OrpmtCtJtt^ Potter Elve 
jhem^i^^y-f ^■9-'-4'T2 OXha-^'(cJ:ot:i^lC 
S^SLfc. 4 8 0 0 0 X g-C'3 (200 



(8) l^ga^l 0-2876 5 1 



OOrpn. SS-34 o-^-) Lti^. fm^:. 
X/HEPES^«?g (PH7.4) /2 8 OmMvy:^ h 
— yl/(7)0. 5~2mUCi: 0 (a*^5iJS2 Omg/ml ) -^L 
•C 2 7 <7)y- H;P^*-ri. >y'<.;P:5' U >^Stc 

[00181 2 . Mm<r)m=Fmmmz)5iir:i, N a* - 

a«ioo//s) m'M^v:ffyv^m-t^-(y^^ 
K-i^aymm {9 0m i) ^-k^-thn^vx^uy^ 

y^j.^—i^ 3 yW (11X7 Oram) COM-hfc/JvS i: t 

H{G):) -^'^onlz-V (itvS'tt : 2. ici/sy^ 
yU) 0.7 5// 1 =0.7 5AtCi/l 0mM:5">n3k-h 
0.5/t ( lOmMhUX/H 

EPES (pH7.4) /I OOmM-7:^— >■— ;U/1 0 0m 
MNaCl) (Na-T-B) 8.7 5/i li/>:(±;^U 
'^M.mM&mS. ( 1 OmMhUX/HEPES (pH7. 
4) /I OOmKvy— h— ;U/1 OOmM KC 1 ) (K 
-T-B) 8.75/11 fcil^c^SltCioTNa-T- 

mmmtrziiK-T-mmmzmmLfzm.mmm8 o 

Ury^yw^^-^ HM^-fyu^- ( SYHV lo 4N 
0.4 5x/m, 4iiim</>, Millipore, Eschbom, Germa 
ny) ^MLX^FmLfz. m^MMli. 'mt:^y^:L^ 

-i^a ym^tM-^^?>^itizX-oxmikLtz. ^y^ 

mm\.z\ii^) mz^ mm.^. ym^±mm ( i omMh 

i;;^/HEPES (pH7.4) /\ 50/£M KC 1 ) 1 m 

XcnWMi.zX-iX'^stLtz. nhtLfzW,-^^. m.<^z 

iglg-fe;I^o-Xc7)K7-f;l/^'— (ME 2 5, 0.4 5 /t 

25mn^^^ Schleicher &; Schuell, Dassel, Ger 
many) ^atT. 2 5 — 3 5nibar<7)*STT'r*L/t. 

y^)V'S'-^^ m^^strnWiX^n Lfz . 
[0019] mtmmmif^^^^i-—^<^^vs.<r>m^cr> 

tzMZ, l§,y -i — ^ . v-v^l^— ^— Quickazint 
361 (Zinsser Analytik GmbH. Frankfurt, Germany) 4 
ml2rfiefflt-C?§ML-?-tTISWiES-, TriCarb 2 5 0 0 
JIS (Canberra Packard GmbH, Frankfurt, Germany) 

ict3{ti.?s#:i^vf-p-i^3 ymmzi.'oxm&i-fz, 

^y-^yy^iizm-hWEmz. sy^tttidpm ( i^l/cO 
c7)»») t\.X%fz. Jtib^Mi, '!-ix-ftt<7)ii-&tc 
t5l->-C, Na-T-BtJit^K-T-BtCiJV-iTJM^L 
fz. Na-T-Bt}J:t/K-T-BtCtJ{t.&®yR<OllS 
<i, Na*-*S*tt^iM7 9:?r^a^^#i.S. I C50 



N a* {i, N a* -fife#tt«jli7 7 ^ v a ^W^m. 
tcMtX 5 0%4Tm«$afcia«^J«0iigi: LT75t 
tz. 

[0020] I^^Wr-^fi. ^ffiH-g?^iM^t*5l 
ttfz--^(nWm^i^^j:h. i^m{±, ^llc*3V%TS*^$ 

ixs. ^^^<r>mmim=misi/m^z^\'fi> c 

B3^«i5<J;tf^'>nyy7^:t^v-3^-h (TCDC) 

[002 11 
[^11 

m 1 

ICbow.-TCDC [/<aol) 

6 0. 10 

10 0.36 

32 0.29 

36 0.22 

61 0.20 

70 0.27 

7 2 0.2 8 

8 3 0.2 2 
8 6 0.2 4 

10 1 0.2 3 

mT«siMM«, ^wnimmm^ztm-^ftfz^^ma 
xifmm\uzm^-th:it^j:uz. :^wRimm-t^fz 

Mz^f;-ri>(r>X'hh, 

[0 02 2 1 IIM«^1 . 

[^1:71 
a . 




p-h/ua:yx;l';^yl?0. 7gSr, h/uxysoomi 
^<D2-rS.y\^U'yy25s (266S!J^:yU) fci 
X/3--hn'<yXr)l'y'^V4 0s (26 5 51;^ 
;P) £0j§Mt=Jn;c^tT?g-^SrS«!iTT'6B#ISJ|]*it 

fc, i^mk. mico^^iM^'^xi^L^Lxm^m 
/wxy-eac^L-etTXS^-c'fg^L^c. jxt^, 2 -. 1 

CO n -'s.r ^ y/mm:s^^)V1]^(^mm^-ti> ^ItliZX-y 
X. 5y48.8g (8 1%) i:Wz. 
C,2H9N302(227.2) MS(FAB)228.2 M 
+ H* 



(9) 0-2876 5 1 



COO 23] 
b. 




n-7'f-;HJ^'>A {^^■^y'Pl5%) 2 5 0ml S:- 
55°CX\ 7"l-7b Ho^^y? 7 Omltf<^2-tf3U 

y5 0g (0. 54^;P) co^fRi^ssjau-eLTS-^ 

^LX^t^iZSO^mz. -5 5-CtC^^aiLJt. -eix*^ 
<o, ^h^h Hn7^y5 7 Oml4'<^N,N->?;><f-;W 

0-Xr5H7 7g (0. 5 2^:;U) <7)?§?S$rt4^^t-?® 

}S#t3t, *5 0 Omlioiy^iiHC 1 3 5mlcom!lD 
*«fflS-^fil t -e- L-C*ttffl5rifflgxf-;UT 2 (Utt 

aitf^, MgS04±(ci>{t'l.|g«f*. ttai?g$r*^4' 

4~1 3 6X:/0 . 3mbar, IR4 : ^rN>'4 7.5g (4 
7%) . 

CigHiiNOd 97.2) MS(FAB) 1 98. 1 M 
+ H* 

[0024] 

[-(1:9] 



O.N 



II ai)^^CO^ Sy5.8g ( 25.55tl^:^U) i5 
it/SISfi^J 1 b*>^0^ by5.0g (25.4SD^: 

:»-f*t^ , m,-^mii. t mi tubti^ lt $ (:>i,zmw^i>z j: r> 

Xm^tLtz. <%m. S®t)5ri^^x^^l-2 0 0ml4'T' 

(ft'SeJiL^v:. iR«6.7g (6 2%) . 
C25H2oN403(424.2) MS(FAB)425.2 
M + H* 

[00 25] 

[-ftl 0] 



O.N 





mmmi ct)^(:>cr>irhit-^3.0s (7.1 SU^/L-) 
10 : IcOTHF/tK 50mUC^ML. **-ftiffl8 
|g-^-hU'>A1.3 5g (3 5.7 5i;*;U) -CjaSIL-?- 
t-C^ia-C'mSJ«#t3t. 2N HClJ-iSfflLT, 
?I-&1D^pH 1 ii'SrL-e LT 5 0"'C-C'3 0iJ-^f#L/:r. ?^ 
f*, SlBS-^Sr. 2N NaOH^fiefflLTJSStt^ 
^:L'€-LTitB!x^;I^r2I3ttmL7t. *«ffiSr, Mg 
S04±T'ieiiL'eLTii^Uv:, MSm^, 6 : 40 

h^^57-f-3!raL^. z<7):fjmizi'yx, ^mtL 

X 2«<09-fe S-fb-^^'ft^^. 

^lO^^^v-a^ : Mffitt^-feSft: 1.26g(4 

2%) 

C25H22N403(426.2) MS(FAB)427.2 

M + H* 

m2<7)y^i^z^3y -.wa^-^^t^ i.i5g(38 

%) 

C25H22N403(426.2) MS(FAB)427.2 

M+H* 

[0026] 

[^tl 11 
e. 



OtN 



Lci,zx-oxx.i-y^:^-7-(,z-i^mLfz. ^ma. mm 

mtLX 5 0 : 1 0<?)n-^=5t-r>'/2-rn>'NV-;U 
+ 0. l%i''X^;I^T5>-?r<afflLTC SP Chiralpak 
;^9A (Daicel.Duesseldorf ) izX^Xm^l-fz. W.\ 
<r)yv9i^BVh LT(-)-x-:)-y^:t-7-2 Omgfcj; 
^W,2V^9'^BVt\^X ( + ) -X-^y^jr-7-20 

[0027] 
[-(LI 2] 



HtN 



II d*>f><7)iE®tt5-feSf!tcl.0g (2.34S'J 
^;U) S:, ;'<:J'y-/l^2 0 OmUCigMt-eLT 1 0%P 
d/Cf«j2 OmgSrfiEfflLT, H2»H»TSS-C'3B#S 





(10) 



10-287651 



IRM: T5/-fb-^*^6 8 0mg (7 3%) , 
C25H24N40{396.2) MS(FAB)397.3 M 
+ H* 

g. ^Sg^Jl d*><^<7)ffitt9-fe5#:2. 0 g (4.6 9 5 
U*;U) Il*fe«?!ll f lc:MLTf5»L./>::Sr&fcJ:-5 
•C. ffl it- 1. T 5^^(1:^1.2 8 (6 5%) ^nti, 
C25H24N40(396.2) M S (F AB) 3 9 7 . 2 M 

+ H* 

[0 0 28] IIM0^J2 

[^1:1 31 
a. 




mmmibi}-(^co^y'y7 8.8s (o.4^;i'), 2- 

TSyfUvVS 7.6 g(0. 4^:71^) tJiV^'O'Xr 
;l^7-'b K 2 1 . 2 g (0.4*;l') S:. x^J^ywH 'J -y 

-;l'T'i5Ktt'etTK^4'-CS£«ILfc. 1R»1 34 g 

(88%) 

C25H2iN30(3 79.2) M S (P AB) 3 8 0 . 1 M 

[0029] 
[-(kl4l 
b. 




llltCT2a*>A>co^h>'5 6.9s (0. 1 5^;P) 
;<^y_;H u "/ V;HC»gJit-5-Lt:*l OOml't'iON 
a B H4 6 0 g lc/h«-r-:)iDi./i , iSJSti, 2 2 
'■C*><i>3 4-Ctc±#-r.&. T;U3-7WSr, X^+T'l^ 
L-e LrSSfeS:**«>2 0 Oml-C-iSrat^LTi^x^ 
;P-C3llIttliJt^c. ^ffl*. mmL^i^xm^vfz. 

n^mi. 2 : lcOn-'vr:^'>'/i^^Xf-;l^Sr<8fflt 



W.\<r>y=7'7i^BV:^^mry-»s.^^ 43g(75 
%) 

C25H23N30(381) MS(FAB)382 M + H* 
|g2<07 5:?i^3 >- : S14^-fe5f4c 14g(24%) 
C25H23N30(381) MS(FAB)382 M + H* 
[0030 1 

[-ftisi 

c. 




IIMCT2 b *>^><5D*E@e5-fe 5f!|s 1 0 OmgSr . 1 

0. 1 %>''xf-;UT5>'i-<SfflL-C, mi^^^va:/ 
h L-r(-)-x-f>'^3i"7— 4 Oiiigt>a:t/l^2 7^:J'i^ 
3 tt (+) -x-^y^5r^- 3 OmgS:^f 

[00311 mim4 




«2t:*3ft-?.*M5<5iJ4 8c7)^'t49-fe5*2rs ^M0IJ2 
hH^icLT^L/i. dco^^/Wxx-r^H 6 0iiig 
(0. 365U^:;l^) X^'y-;U2 OmUC?§»t, 

2N NaOH7}<?S?Sl-6mlT'3!aSL^tTS?a-C'4 0 

5t::MSSL^. -ftl?:, p»x^;U5 0n.l-C-2lllttaiL 

icon -^r ^ ^/i^^x^;USrffiffl LT X 'J ;^ 
■C^'o-7h^^7-f-«ML'T^^tll 1 Ong (7 1 

%) t:%fz. 

C27H24N203(424.2) FAB 425.2 M + H 

+ 

Ltzumt nmz ut . * 2 ~ 6 aymsmmt^^'^ 

[00321 
[*2] 



(11) 



#^^10-287651 



"NH OH 








a 


A 


F 

A 


Y 






. USfPAB^ 


5 


y X 






. 


N 




C8«H24N20(380. 2) 


381 M^H"^ 


6 


Tx 




:7x— /I/ 


a 


N 




C£6H24NsOC380. 2) 


381 


7 


2- 




:7x— 


CH 


CB 




C3eH24NzO(380. 2) 


381 H+H* 


8 


3- 


try i^A^ 




CB 


N 




Ca6H2s»sO(381. 2) 


382 M+H^ 


9 


3- 


fc't; 




CB 


N 




C^HasNaOCaSl. 2) 


382 M+B* 


10 


2- 


fcfU 




d 


N 




CtsHsiNsOS (387) 


388 M+r 


11 


2- 


If y i 




CB 


N 




Cs4HiaN40(382. 2) 


383 M+B^ 


12 


2- 






CB 


N 




C24H22N«0(382. 2) 


383 M+B-^ 


13 


2- 




2--k*y i^/l^ 


CH 


N 




C,4H2,N40(382. 2) 


383 K-^r 


14 


2- 




2-fcr y '^Ji^ 


CH 


N 




Cs4Hs2N40(382.2} 


383 H+H" 


15 


2- 




3-if y s^-'v 


Cfl 


N 




Cs4H82N40(382. 2) 


383 H+r 


16 


2- 






K 


N 




C24B2 2^40(382. 2) 


383 a+E* 


17 


2- 


If y v^v/i/ 




N 


N 




Cs4H£2N40C382. 2) 


383 H+H* 


[0033] 












[«3] 







^NH OH 
















ISCPAB) 


18 


2- 


(3 


-j=.hDb'y 




C25B24N409(426. 2) 


427. 2 I+H^ 


19 


2- 


(3 


h nfcf y v?yl/) 




C28E£4N408(426. 2) 


427. 2 M+B-^ 


20 


2- 


(3 


-r ^ y tr y i^yp) 




C26B24N40 (396.2) 


397. 3 M+B-^ 


21 


2- 


(3 


-r ^ y t^y i^>'p) 




C3GH24N4O (396.2) 


397. 3 M+r 


22 


2- 


(5 


-jiLhntf y 




C2bH22N40s(426. 2) 


427. 1 M+H* 


23 


2- 


(5 


-jiihPtf y i^yi/) 




C25H22N403(426.2) 


427. 1 i+H* 


24 


2- 


(5 


-Tiy Jfyv'/w) 




C85B24H4O (396.2) 


397. 1 H+B* 


25 


2- 


(3 


-fc Kn^'>b'y i^yw) 




C25B2sN303(397. 2) 


398 KfB-^ 


26 


2- 


(3 




^25-b^<* 


C25BzsN802(397. 2) 


398 M+B* 


27 


2- 


(3 


-k Fn4^i/tf y i^yl/) 


B3^-l?^i* 


C26E28N802(397. 2) 


398 H+B-* 


28 


2- 


(3 


V i^yV3i-4- 5^ tf y e^/w 




C82B29NSO2C487.3) 


488 H4H^ 



[0034] 



..J u.. u ft a: 



(12) 



0-28765 1 







R' 


£3 CHI^) 




IBCPAB) 


29 


2- 




^25'fe^» 


C8 8H8qN30£(487. 3) 


488 H+r 


30 


2- 






Cs2H26Ns0t(487.3) 


488 M+H* 


31 


2- 






C86H26N80s(41L2) 


412 M+r 


32 


2- 






Cr6B»5N808(41L2) 


412 IM* 


33 


2- 






C27H2tN302(425,2) 


426 M+r 


34 


2- 




^2^-b^» 


C27H,TN80a(425. 2) 


426 H+H* 


35 


2- 






Ci7H87N802(425. 2) 


426 M+H* 


36 


2- 






Cj7fi37N302(425. 2) 


426 H+H* 


37 


2- 






Cs8Hs»FVsO(399. 2) 


400 H-tr 


38 


2- 






C,5Ha2FN80(399.2) 


400 H^H-" 


39 


2- 






C25H2 2CIK80(415. 1) 


416(418)M+e^ 


40 


2- 






C26H22CIN80(415, 1) 


416(41) 


41 


2- 






C87H28N308(439. 2) 


440. 1 


42 


2- 






C,tH28N808(439.2) 


440. 1 M+B"* 


43 


2- 






C26Hii8N808(425.2) 


425. 2 M+r 



[0035] 1*5] 

&3 





8» 






IB(FAB) 


44 


2 - (try s^>«/- 5 




C26H23N90a(425.2) 


426. 2 M+r 


45 






C2eH24N40a(424 2) 


425 M+Hf 


46 


3^b Ko^i/ -7x^171/ 




C2flH24N20z(396. 2) 


397 S+H* 


47 


3-fc Ko4''>'7x::^/l/ 




C2aH24N202(396. 2) 


397 M+B* 


48 






Cs8Ht»N808(438. 2) 


439.2 M+B* 


49 


j« ^ 7 i -=./U- 2 - * U - b 




C28H26N203(438.2) 


439.2 M+B* 


50 


7x-=.;i/-2-:^-/i/+>>K 




C27H24N208(424.2) 


425.2 M+B* 



[00 36] t*6] 



(13) 



<m^^l 0-28765 1 



a 





B« 




JN n n 




IS(FAB) 


51 








C85Ht£N408(426. 2) 


427. 2 H+H* 




2 — ^ h 0 7 X— 






C25HssN40s(426. 2) 


427.2 H+H* 


53 








Ct»E23K408(426.2) 


427.2 M+fl* 


54 








C25Ht8K408(426. 2) 


427. 2 H+H* 


55 












56 












57 








C2bH,2M8(426.2) 


427. 1 s+r 


58 








C25H23N405(426. 2) 


427. 1 M+e* 


59 








CE5fi&4N40 (396.2) 


397. 2 M+r 


60 


2-T^/7x^7l/ 






C25HS4N4O (396.2) 


397. 2 M+r 



[00 37] 



[1*7] 

S4 













ii»a(»^«) 


1S(PAB) 


81 


2 




SIJfiffl59o(-)- 








62 


2 




^JfeW59tD(+)- 








63 


3 








Ca5fla4N40 (396.2) 


397. 3 il+r 


64 


3 








Cs^HzdN^O (396. 2) 


397, 2 »+H* 


65 


4 








C85H24N40 (396.2) 


397. 3 I+r 


66 


4 


-T^y-^x^^i/ 






C25HZ4N4O (396.2) 


397. 2 MiH* 


67 


2 








C25H28N802(397. 2) 


398. 2 M+E* 


68 


2 








C2»H28Ms(397. 2) 


398 M+H-" 


69 


2 


-t KP^i/Vx— 






C85B8sNs0s(397. 2) 


398 M+H* 


70 


2 


-fc Kn^ix-^x^^l/ 






C85Hs8N80s(397. 2) 


398 MfB"^ 


71 


3 


-t Kn+v':7x— .'U 






C25fissNs08(397. 2) 


398 Mfr 


72 


3 


-t Kn^i/:7x— yi/ 






C25H88N802(397.2) 


398 H-" 


73 


4 


-k Kd+S/^x— >1/ 






C25H23N302(397. 2) 


398 M+r 


74 


4 


-t KD4->':7x:=.;t' 






C25D28N803(397. 2) 


398 M+r 


75 


2 


- ^ V 4=- > "7 X 






C82fl2ftNs02(487. 2) 


488 K+H^ 


76 


2 


> C?7t/;^*4- "7 X 






C3 2H2»N802(487. 2) 


488 KfB^ 


77 


4 








C2tH25N802(439. 1) 


440 H^-" 


78 


4 


-r-fe b4->''7x^>'V' 






C27H25N303(439. 1) 


440 H+H'' 



[0038] 



[«8] 



(14) 



0-2 8765 1 




mm 














HSCPAB) 


79 


4 




H 
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